and Ce(NH4)2(NO396 (360 mg, 0.66 mmol) were carfully mixed. H 2 O 2 (30% aqueous solution, 4.0 ml, 39.2 mmol) was added. Caution: the reaction is strongly exothermic and proceeds under gas evolution for several minutes. After cooling to room temperature, the brown reaction mixture was suspended in water (100 ml), the water was removed and the solid again washed with water (100 ml). Afterwards, the solid was washed with acetone (50 ml) and the ligand 1 obtained as a brown solid (1.17 g, 3.81 mmol, 88%).
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Please do not adjust margins Please do not adjust margins compounds for 1 h at room temperature prior the assay, while cell extracts were either obtained from cancer cells pre-treated with the compounds (48 h), or directly treated with different amounts of gold complexes (24 h) as described above. Two controls were always performed in parallel: a positive activity control for PARP-1 without inhibitors, that provided the 100% activity reference point, and a negative control, without PARP-1 to determine background absorbance. The final reaction mixture (50 L) was treated with TACS-Sapphire™, a horseradish peroxidase colorimetric substrate, and incubated in the dark for 30 min. Absorbance was read at 630 nm after 30 min. The data corresponds to means of at least three experiments performed in triplicate ± SD.
ESI-MS experiments
The PARP-1 model peptide (GRASCKKCSESIPKDSLRMAIMVQSPMFDGKVPHWYHFSCFWKV) was purchased from Peptide Specialty Laboratories GmbH (Heidelberg, Germany). The apo-zinc-finger peptide was dissolved in milliQ water to a stock solution of 1 mM. The disulphide bonds were reduced using 3 molar equivalents of dithiothreitol (DTT) for 2 hours at room temperature. The complex 2 stock solution (10 mM) was prepared in DMSO and stored at -20°C. A solution of 150 μM in milliQ water was then freshly prepared. Zn 2+ -reconstituted peptide-2 adducts were prepared by diluting 10 μL of the peptide stock solution (1 mM in water) with 200 μL of complex 2 (150 μM) in 1.790 mL of milliQ water. This allowed reaching of a gold compound:peptide ratio of 3:1 in each sample (5 μM peptide + 15 μM 2 complex). After 10 minutes incubation, samples were analysed using a Waters Synapt G2-Si TOF mass spectrometer. The samples were infused directly into the MS at 5 μL/min in ES+ve mode. The source was set up at 3.2 kV with a nitrogen gas flux at a pressure of 6.5 bar (1000 L/h). Data analysis and isotope modelling were performed using the Mass Lynx software provided by Waters at a resolution setting of 31.000. 
ICP-MS studies

Thioredoxin reductase and glutathione reductase inhibition studies in vitro
Cytosolic thioredoxin reductase (TrxR1) was prepared from rat liver according to Luthman and Holmgren. 1 The protein content of isolated enzyme was estimated according to Lowry et al.. 2 Thioredoxin reductase activity was measured at 25 °C in 0.2 M Na, K-phosphate buffer (pH 7.4) with 5 mM EDTA and 0.25 mM NADPH in presence of 1 and 2. Reaction was started by the addition of 1 mM DTNB (DNTB = 5,5'-dithiobis-(2-nitrobenzoic acid Ellman's reagent) and followed spectrophotometrically at 412 nm. Yeast Glutathione reductase activity was measured in 0.2 M Tris-HCl Please do not adjust margins Please do not adjust margins buffer (pH 8.1), 1 mM EDTA, 0.25 mM NADPH in presence of 1 and 2. The assay was initiated by the addition of 1mM GSSG and followed spectrophotometrically at 340 nm.
Thioredoxin reductases and glutathione reductase assays in SKOV3 cell lysates SKOV3 cells (6 × 10 5 ) were incubated with 1 and 2 for 48 h with refresh after 24 h. After incubation cells were trypsinized and washed with PBS buffer. Each sample was lysed with a modified RIPA buffer containing 150 mM NaCl, 50 mM Tris-HCl (pH 7.4), 1 mM EDTA, 1% TRITON, 0.1% SDS, 0.5% DOC, 1 mM NaF, 0.1 mM PMSF and an antiprotease cocktail ("Complete" Roche, Mannheim, Germany). After 40 min of incubation at 0 °C, lysates were centrifuged at 14000 g for 5 min. The supernatants were tested for enzyme activities. Aliquots of lysates (50 µg) were subjected to thioredoxin reductase determination in a final volume of 250 µl of 0.2 M Na, K-phosphate buffer (pH 7.4) with 5 mM EDTA, containing 2 mM DTNB. After 2 min the reaction was started with 0.300 mM NADPH. Glutathione reductase activity (80 µg of cell lysates) was measured in 0.2 M Tris-HCl buffer (pH 8.1), 1 mM EDTA, and 0.25 mM NADPH. The assay was initiated by addition of 1 mM GSSG and followed spectrophotometrically at 340 nm as described above.
Glutathione redox state estimation in SKOV3 cell lysates SKOV3 cells (5 x 10 5 ) in complete medium were incubated for 18 h in presence of 1 and 2. Cells were trypsinized and washed twice with cold PBS and then lysed and deproteinized with 6% meta-phosphoric acid. After 10 minutes at 4° C, samples were centrifuged and supernatants were neutralized with 15% Na 3 PO 4 and assayed for total glutathione. 3 Sample aliquots were derivatized with 2-vinylpyridine in order to block reduced glutathione, and oxidized glutathione was then estimated. 4 Protein concentration was determined by the Lowry et al. assay in deproteinized samples washed with 1 ml of ice-cold acetone, centrifuged at 11000 g, dried and then dissolved in 62.5 mM Tris-HCl buffer (pH 8.1) containing 1% SDS.
Determination of mitochondrial membrane potential in cancer cells
Mitochondrial membrane potential of SKOV3 cells was analyzed using flow cytometry. 5 x 10 5 SKOV3 cells in complete medium were incubated for 18 h with different concentrations of compounds 1 and 2. The changes of the membrane potential induced by the compounds were estimated with a FACSCanto™ II (Becton Dickinson) flow cytometer with an argon laser at 585 nm, using tetramethylrhodamine (TMRM) as a fluorescent dye.
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